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1 . This international preliminary report on patentability (Chapter T) is issued by the International Bureau on behalf of the 
Internationa] Searching Authority under Rule 44 6/j.l(a). 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a reference 
to the international preliminary report on patentability (Chapter I) instead. 



3. This report contains indications relating to the following items: 





Box No. 


I 


Basis of the report 


□ 


Box No. 


n 


Priority 




Box No. 


III 


Non-establishment of opinion with regard to novelty, inventive step and industrial 

applicability 




Box No. 


IV 


Lack of unity of invention 




Box No. 


V 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 


□ 


Box No. 


VI 


Certain documents cited 


□ 


Box No. 


vn 


Certain defects in the international application 


□ 


Box No. 


vni 


Certain observations on the international application 



4. The International Bureau will communicate this report to designated Offices in accordance with Rules 44bis.3(c) and 93^/5.1 but 
not, except where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the priority 
date (Rule AAbis .2). 
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1. This opinion contains indications relating to the following items: 





BojtNo.I 


□ 


Box No. n 




Box No. Ill 




Box No. IV 




Box No. V 


□ 


Box No. VI 


□ 


Box No. vn 


□ 


Box No. Vni 



Basis of the opimon 
Priority 

Non-establishment of opinion with reg^d to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43Wj.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opimon will be considered to be a written opimon of the 
nterS^ Examining Jithority ("IPEA") except that this does not apply where the W^^^^^^^^^J^J^;^" 

ASwVto«^dian this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66. lbis(b) 
that written opinions of this International Searching Authority wiU not be so considered. 

If this ODinion is as provided above, considered to be a written opiiuon of the IPEA. the applicant is invited to submit to the 
P^ aSi^^i^Iy t^^^^^ wh^re appropriate, with amendments, before the expiration of 3 months from the date of 
mamng of Form rcT/ISA/220 or before the expiration of 22 months from tiie priority date, whichever expires later. 
For further options, sec Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International application No. 
PCT/US05/09874 


Box No. I Basis of this opinion 


1. With regard to the language, this opinion has been established on the basis of: 
1X1 the international application in the language in which it was filed 

□ a translation of the international application into , which is the language of a translation furnished for the 
purposes of international search (Rules 12.3(a) and 23. 1(b)). 


2. With regard to any nndeotide and/or amino add sequence disclosed in the international application and necessary to the 
claimed invention, this opinion has been established on the basis of: 


a. type of material 




1 1 a sequence listing 




1 1 table(s) related to the sequence listing 




b. formal of material 




1 1 on paper 




1 1 in electronic form 




c. lime of filing/furnishing 




[ 1 contained in the international application as filed. 




1 1 filed together with the international application in electronic form. 


1 1 furnished subsequently to this Authority for the purposes of search. 


3 □ In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been 
' filed or furnished, the required statements that the information in the subsequent or additional copies is identical to that in 
the applieation as filed or docs not go beyond the application as filed, as appropriate, were furmshcd. 


4. Additional comraems: 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US05/09874 



Box No. in Non^esta blishment of opinion with regard to novelty, inventive step and industrial applicabUity 

The questions whether the claimed invention appears to be novel, lo involve nn inventive step (to be non-obvious), or to be 

industrially applicable have not been examined in respect of: 



I I the entire international application 

1^ claims Nos.ifl . 

because: 



□ the said international application, or the said claim Nos relate to the following subject matter which does not 

require an international search {specify): 



the description, claims or drawings (indicate particular eleimnU below) or said claims Nos. IQ are so unclear that no 
meaningful opinion could be formed (specify): 
Claim 10 depends from claim 10. 



□ the claims, or said claims Nos are so inadequately supported by the description that no meaningful opinion 

could be formed (specify): 



I I no international search report has been established for said claims Nos. . 



□ a meaningftil opinion could not be fonned without the sequence listing; the applicant did not. within the 
prescribed time limit: 

□ fumish a sequence Usting on paper complyins with the standard provided for in Annex C of the 
Adiranistrative Instructions, and such Usting was not available to the IntemaUonal Searching Authority 
in a form and manner acceptable to it. 

n fiimish a sequence listing in electronic form complying with the standard provided for in Annex C of 
die Administrative Instructions, and such listing was not available to die hiternational Searching 
Authority in a form and manner acceptable to it. 

□ pay die required late furnishing fee for the furnishing of a sequence listing in response to an invitation 
under Rules 13ter. 1(a) or (b). 

n a meaningful opinion could not be formed without the tables related to the sequence Ustings; the ^plitant did 
not within the prescribed time limit, furnish such tables in electronic form complying with the technical 
reqidrements provided for in Annex C-bis of the Administrative Instructions, and such tables were not 
available to the International Seanding Authority in a form and manner acceptable to U. 

r~l the tables rdated to the nucleotide and/or amino acid sequence listing, if in electronic form only, do not 
comply witti the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

I \ See SupplOTiental Box for fiirther details. _______ 

Form PCT/ISAmV (Box No. HI) (April 2005) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



Internationa! application No. 
PCT/US05/09874 



Box No. IV Lack of unity of invention 



1. □ In response to the invitation (Form PCT/ISA/206) to pay additional fees the applicant has. witWn the applicable time limit: 

I 1 paid additional fees 

I I paid additional fees? under protest and, where applicable, the protest fee 
I I paid additional fees under protest but the applicable protest fee was not paid 
I I not paid additional fees 

2. This Auihority found that the requirement of unity of invention is not complied with and chose not to invite the applicant 

to pay additional Tees. 

3. This Authority considers that the requirement of unity of invenUon in accordance with Rule 13.1. 13,2 and 13.3 is 
I I complied with 

^ not complied with for the following reasons: 

See the lack of unity section of the International Search Rcport(Form PCT/ISA/210) 



4. Consequently, this opinion has been established in respect of the following parts of the international application: 
I I all parts. 

^ the parts relating to claims Nos. l-gftpd 11-A6 
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INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US05/09874 



Box No. V Reasoned statement under Rule 43 &i5.1(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statennent 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 6. 7 



Claims 1-5. 8. 9. 11-16 



Claims NONE 



Claims 1-9. 11-16 



Claims t-9. 11-16 



Claims NONE 



_YES 
_NO 

.YES 
_N0 

_YES 
_N0 



Citations and explanations: 

Claims 1-5. 8. 9. 1 1-16 lack novelty under PCT Article 33(2) as being anticipated by US 2004/(X)33495 Al (MURRAY et nl). 

US 2004/0033495 Al (MURRAY ct al>. Uwoughout the publication, and especially at p. I, p. 7, 9. pp. 24-25, p. 52, p. 
1 1 1 disclose methods for determining the proliferative status of a population of cndoUielial cells using expression profiles and 
methods of screening for therapeutic agpnts. both methods using arrays that detect biomarkers of endothelial cells; gene probes 
against, for example, clustcrin. (as in claims 3, 12 and 16), bone morphogenic protein (BMP), and arrays thereof. 

Claim 1-9 and 1 M6 lack an inventive step under PCT Article 33(3) as being obvious over US 2004/0033495 Al (MURRAY ct al) in 

view of US2003/0 100567 Al (BILODEAU et al). . .„ • *u * 

It would have prima facie obvious at the Ume the invention was made for one of ordinary skill m the art to use method for 
determining the proliferative status of a population of endoUicIial cells, wherein a sample is prepared from a cancer patient treated 
with KDR kinase inliibitor and with Compound A. One of ordinary skill in the art would have been motivated to determine the 
orolifcraiive status of a population of endothelial cells, wherein a sample is prepared from a cancer patient treated wth KDR kinase 
inhibitor and with Compound A. because Bilodeau et al.. throughout the publication and especially at pp. 1-2 and 13, teach treating 
tumor angiogenesis with tyrosine kinase inhibitor, including KDR kinase inhibitor and compound A. 



Claims 1-9 and 1 1-16 meet the criteria set out in PCT Article 33(4). and thus 
matter claimed can be made or used in industry. 



possess industrial applicability because the subject 
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